fall over a 70-80 rain interval to 4.7 mmol/1 or above (average fall rate 0.19_+0.05 mmo1-1.min -1, lower levels being prevented by prompt glucose infusion).
No normal subjects released growth hormone during the study. In contrast, six of the nine diabetic patients (three Type I and three Type 2; Figs. 1 and 2) released growth hormone during or shortly after the fall in glucose concentration. These results suggest that rapidly declining hyperglycaemia may stimulate the release of growth hormone in Type 1 and non-obese Type 2 diabetic patients. This response is not seen in normal subjects. The release of growth hormone is likely to be induced by the rapid fall in glucose. Reaching a threshold level of plasma glucose probably acts as a trigger for growth hormone release, reflecting an upward resetting of the glucostat in diabetic subjects [6] , although this cannot be substantiated by these data.
In view of the debated role of growth hormone in the pathogenesis of diabetes mellitus and its chronic complications, the abnormal release of growth hormone during a decrease in plasma glucose level in diabetes may have clinical significance. Intermittent elevations of growth hormone may also contribute to the problems of diabetic control. [3] found low T3 and high reverse T3 levels in Type 1 diabetic patients the morning after admission for periodic evaluation and/or adjustment of treatment. They found a correlation between T3 and glycosylated haemoglobin Alc, suggesting that long-term diabetic control may determine the plasma T3 levels. No correlation was shown between glycosylated haemoglobin Ale and reverse T3.
In an earlier study, we emphasised the influence of short-term metablic control on levels of T3 and reverse T3 [4] . We examined the earliest possible phase of development of metabolic control with IV insulin infusion and found a significant decrease in T3 within 1 h of withdrawal of insulin. After 12 h of insulin withdrawal, a mean 29% decrease in T3 level was seen (Table I ). The concentration of reverse Tz was increased significantly after 8 h of insulin withdrawal; an average increase of 37% in reverse T3 was seen after 12 h of insulin withdrawal (Table 1) .
Therefore not only long-term metablic control, but also short-term changes, seem to be of importance in determing the serum levels of T3 and reverse T3 in Type 1 diabetic patients.
No Linkage Between HLA and Maturity Onset Hyperglycaemia in the Young
Yours sincerely, S. Madsbad Dear Sir, Platz et al. [1] have recently failed to find evidence for linkage between HLA and maturity onset hyperglycaemia in the young (MOHY) in a large kindred. They mention our previous report [2] which suggested possible linkage with HLA in a similar family we had studied.
We have recently typed for HLA and analysed for association and linkage in ten large MOHY families. Like Platz et al., we have found no evidence for linkage (unpublished observations). Thus, we agree with them that MOHY is probably neither associated nor linked to HLA. The publication date is 1981 and this review is some 2 years after the original presentations were made. This perhaps underlines the inherent difficulty in timely publications of research findings in a fast moving area. Notwithstanding, the essential issues are concisely presented and most of the findings remain current.
The book is in 20 chapters, which are diverse in both length and direction. The initial three chapters comprise those on "structure and function". Professor W. Gepts contributes an important review of the islet pathology in juvenile diabetes, and provides a factual observational skeleton for the postulated aetiological mechanisms. Arthur Rubenstein and colleagues summarize C-peptide secretion and residual B cell function in Type I diabetes after clinical onset. Clearly this period is often longer than was once thought and may impact upon diabetes control at least over the initial years of disease. Philip Randle ably reviews the metabolic consequences of insulin deficiency, pointing out that many of the effects of insulinopenia are due to the unapposed action of counter-regulatory hormones. The next sections entitled "Etiological Factors" comprises three chapters also. Jerome Rotter and David Rimoin review the genetics of insulin-dependent diabetes and expand on their now familiar albeit not substantiated, postulates of heterogeneity with an HLA-B8/DW3 autoimmune form, an HLA-B15/DW4 insulin antibody responder-type and a heterzygous compound form. Ake Lernmark and colleagues deal with islet cell antibodies. Absent is a discussion of the possible significance of complement fixing, cytoplasmic islet cell autoantibodies proposed by Franco Bottazzo and Andrew Cudworth. Early data on the quest to identify the antigens that islet cell antibodies meet with are, however, covered. Were this chapter a current review, evidence for the toxic effects of islet cell surface autoantibodies, the inappropriateness of formalin fixed tissues for the determination of cytoplasmic islet cell antibodies and the possible cross reactivity between anterior pituitary and pancreatic islet cells with islet cell antibodies would probably be covered. John Craighead and colleagues provide an abbreviated chapter on virus in human and experimental murine insulin dependent diabetes. In the section entitled "insulin receptors", Yip and colleagues provide an informative chapter on the nature of insulin receptors. Autoradiographs of hepatic membranes after binding with radiolabelled insulin derivatives isolated 130 and 90 K proteins enable schema for the receptor structure to be proposed. Hill and colleagues review insulin binding receptor assays emphasizing the possible usefulness of peripheral erythrocytes in such studies. Kolterman and Olefsky provide a long chapter on insulin action in maturity onset diabetes and obesity, a topic at odds with the theme of the book as a whole. A section on counter-regulatory hormones comprises chapters by Gerich et al., Shamoon, and Vranic and colleagues. These chapters are somewhat overlapping in content but provide much observational data. Most of the relevant issues in the area are perhaps best addressed by Dr. Gerich.
Five chapters are devoted to "epidemiological studies". Santiago et al. provide early data on HLA types in Black American Type 1 diabetes. Belmonte in Eleanor Colle's group describes their greater Montreal survey. They found a peak incidence at 13 years and a greater prevalence in higher income families. A search for viruses proved disappointing and HLA and pancreatic islet cell antibody data are discussed. Akerblom and colleagues report on their epidemiological studies in Northern Finland and describe a high mean annual incidence of 28.6/100,000 children aged 14years and less. Allen Drash, Ronald LaPorte and colleagues provide a descriptive chapter on the epidemiology of Type 1 diabetes in Greater Pittsburgh. No change in yearly incidence rates occurred with the advent of mumps vaccination, while risk of Type 1 diabetes as 1.5 times greater in whites compared with non-whites. Ehrlich et al. studied the disease in Toronto and provided data on properdin factor Bf typing. However, HLA findings were confined to HLA-B types.
In a discussion of "animal models", Grodsky and Frankel update their findings in the Chinese hampster. Whether they have Type 1, Type 2 or both diabetes variants remain somewhat uncertain. Marliss and colleagues provide an important review of the BB rat. This group has so created interest in the model that another review of the model is already needed. In a concluding chapter, Jorn Nerup provides the hypotheses that arise from studies of the aetiology and pathogenesis of Type 1 diabetes. Readers with limited time for reading the literature of this field would do well to turn straight to this chapter. The subject cannot be presented better.
In summary, this is a book with many virtues. Unhappily, its reference value, like all books of its sort, becomes rapidly diminished by outdating. For several chapters, this is already a problem. The bibliographies provided omit all titles; this offers a challenge to those unfamiliar with such literature who may wish to read further. There are some irrelevances in its contents to the given title.
N. K. McLaren (Gainesville, Florida)
